Identification of the presence of human papilloma virus in female patients in Kelantan with cervical cancer using hybridization in situ by Hayati, Nor et al.
r 
• 
0 
-PERPUSTAKMN KAMPUS KESIHA TAN 
I - UNIVERS~TI SAINS MEASlA //~v~f\ - - . 
-. ;-- "'"~,B~ru :rENYELIDIKAN & PE1\1BANGUNAN 
. · ...• 
CANSELORI 
UNIVERSITI SAINS MALAYSIA 
Laporan Akhir Projek Penyelidikan Jan~ka Pendek 
1) Nama· Penyelidik: . . .. . . ~~~~~5?~~Y.C: .. I?£: .. ~?-~. !i~Y~~-t ....... . ...... . .... .. .. .. . . 
2) 
Nama Penyelidik-Penyelidik 
Lain (Jika berkaitan) Dr. Manoharan Madhavan, En. Mohamad Ros 
·············· ········ ···· ········· ················ ········ ··· ·· 
Sidek dan En. Rosli Jusoh 
........... ............ ... .... .. ... ......... .................... 
.... ......... ........... ...... .. ... ........ .. ... .. · ... .. ....... .. .. .. . 
- . 
. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 
·········· ········ ············ ····················· ····· ··· ·· ··· 
............ ... .. ..... ... ...... ............. .. .. ........ ........ . 
.... .. .... ···-···· ····· ···· ··· ... ... ... .. .................. ..... . 
• • . PUSAT PEN3AJIAN SAINS PERUPATAN ~ Pusat PengaJianlPusat!Umt : .. . .. . . .. 0 •• ••• • -:-:-••• • • • ••••• •• • • •••••• • • • • • ••• ••• ••• •• • • • • •••• • 
( J ABATAN PATOLCX;I) 
.. .. ........... .... ·.· ... .... ..... .. .. .. .... .... .. .. .. ..... ....... .... ..... .. .... .......... .... ·-.. ..... . . 
. 
PESAKIT WANITA DI KELANTAN YANG MEr\GHADAPI KANSER SERVIKS DEf\GAN 
··· ······ ·· ·· ····· ······ ····· ·· ···· ···· ······ ·· ····· ················· ·· ····· ·· ··· ··· ·· ····· ···· ·· ······ · 
MEN3GUNAKAN KAEDAH HIBRIDASI . IN SITU 
··· ··········· ·· ·· ······ ·· ········ ····· ···· ····· ········· ············ ····· ··· ····· ··· ·· ·· ·· ···· ····· ····· · 
... 
. ,.. 
.. . ..... . .. ....... . .... . . . . . . . . . . .. . . . . . . . . .. . . .. . . . . . . . : • ••••••• • • • • • • •• • • • • •• • • •• • •• • •• • • ; • • t: • • •••• -~ ••• •• 
/_ · 
/ 
·· ······ ··· ····· ···· ··· ····· ·· ···· ····· ··· ··· ········ ············· ····· ···· ······ ···· ···· ···· ···· ···· ····· 
USM J/P-06 - 1 
·'A 
' 
4) (a) Penemuan Proj ek/ Abstrak (Perlu..i!Jsediakan makluman di antara 10~ • 200 pukaraa': di dalam Bahasa 
Malaysia da11 Bahasa ]11ggeri~ Jni kemud1annya akan dlmu.at.l;.Pn ke dalam 
Laporan Tahunan Bahag~n Penyelidikan & P~bangu~n ~~bagal satu cara untuk 
menyampaikan dapatan projek ruanlpuan kep_ada pzhak Unzversui). --
INTRODUCTION 
The aims oftbis research was: 
I) To introduce this new teclmique in Universi1i Sains Malaysia pathology laboratory. 
ii) To study whether those lailocytcs seen in tissue sections stained by HIE are HPV 
infected cells. 
iii) To study the incidence ofHPV, related cervical neoplasia in Kelantan female 
popula1ion. 
The association of Human Papilloma viral infection with cervical cancer is wen proven. To 
investigate this association in local population, we canied out testing more than 60 archival 
cases in department of Pathology, Universi1i Sains Malaysia. These cases were identified 
based on the presence of koilocytcs cytopathic effect noted at light microscopy of the 
sections of the biopsies stained by the routine staining ofHaem.atoxylin and eosin (HIE). 
The first phase of the research was testing for the presence of Human Papilloma Virus 
DNA utilising in situ hybridisation method with wide spectnun HPV DNA probes. These 
commercial probes are obtained from DAKO. The broad spec1rum probes contain 
genomic DNA targets specific to HPV type 6, 11, 16, 18, 30, 31, 33, 35, 45, 51 and 52. 
The HPV types commonly associated with cancer of the cervix is Type 16 and 18. These 
probes do not act with human nuclear DNA We tested 25 cases, 19 of them was found to 
be HPV DNA negative and 6 HPV DNA positive cases. Of the 6 cases; 5 were cancer of 
the cervix while one was carcinoma in situ. The HPV DNA positive cases was calculated 
to be 240;6, much lower than other series done elsewhere in Malaysia. 
After knowing the technique of how to identifY HPV by this method we proceeded to the 
next phase of the research; ie. subjecting all the cases we worked on the :first phase with 
specific HPV DNA probes type 16 and 18 instead of the general HPV DNA probes. 
We enco1Dltered a number of difficulties in completing tbis phase of the -reiearch. 
Coresearcher was transfered out to another 1JI1i;. The main researcher was awarded 
feDowsbip abroad. The shortage of teclmologist.,.allowed the benchwork to be done only 
after hours and on public holidays. The technical difficulty in getting positive controls for 
each test nm. Incoosistent results with specific DNA type 16 and 18 probes compared to 
broad spectrum HPV probes. These tests have to be repeated for a few times before 
convincing results is attached to each case. 
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We concluded that the second phase of tbis research could not be done now since the 
research period is ending and we were compounded by the difficulties men1ioned above. 
Through this research we achieved the foDowingcJ: 
I) Training one of our technologists (En. Rusli Jusoh) to team the skill and 
technique of in situ hybridisa1ion on tissue sections. 
ii) In situ hybridisa1ion can now be added as one of the tests done in Pathology 
laboratory and it can now be offered to our clients. However, we are not 
offering this senices as a routine service for an cancer of the cervix as the 
reagents (DNA probes) required for the test is expensive. 
iii) Through this research we trained one of our Master of Pathology candidates 
(Dr. Saleena A wang) and she worked on this research for her dissertation. 
She obtained Master of Pathology degree in 1997. ·· · 
iv) At the point of ending the research we discovered that working on broad 
spectrum HPV DNA probes are easier and less problematic than using 
specific HPV DNA probes. 
v) The prevalence ofHPV related cervical cancers among female patients in 
our study is in the region of 24%, much lower than in other series done 
elsewhere in Malaysia. 
vi) Those koilocytes seen on histology sections stained with routine HIE 
staining were HPV infected ceDs. However, majority of those vacuolated 
ceDs labelled or recognised by pathologists as koilocytes are HPV DNA 
negative, implying two possibiJi1ies: 
a) 
b) 
CONCLUSION 
false negativity due to technical error in recovery of positive staining 
~th HPV DNA probes 
true negativity implying those so called koilocytes are erronously 
identified in HIE sections. 
Through tbis research, our laboratory now have introduced one new test; this neJV test 
however, would not be given as a roU1ine service to the hospital as it is .expensive. r r 
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